Referrals and randomisations by participating clinical team

Number of referrals
Additional details regarding serious adverse events
The 9 participants were randomised to the following treatment arms: antipsychotics n=1, cognitive behavioural therapy n=4, combined n=4. In terms of the interventions these 9 participants actually received, one received neither intervention, 2 received cognitive behavioural therapy, and 6 received the combined treatment. The additional 10 potential SAEs included two admissions related to physical health (one participant in the combined as-treated group experienced seizures which led to a head injury and admission to medical ward, one participant who received neither intervention from the trial was admitted to a medical ward due to pneumonia); and one admission following an overdose (participant was in the combined as-treated group). There was also one event involving aggression to others whilst in hospital (participant was in the combined as-treated group), four attempted overdoses of five or less paracetamol or eight sleeping tablets (these four events related to three participants, one in the combined as-treated group and two in the cognitive behavioural therapy as-treated group), one report of self-harm in the form of superficial cutting (combined as-treated group) and one A&E attendance following reports of suicidal thoughts and self-harm by punching objects (combined as-treated group).
These SAEs were reviewed by the chair of the independent trial steering committee, resulting in six reports being sent to the Research Ethics Committee. These related to 5 different participants: two in the cognitive behavioural therapy as-treated group (events were section 3 hospitalisation and overdose of 3 paracetamol tablets); and 4 in the combined as-treated group (events were superficial cutting; physical health hospital admission following seizures and head injury; informal admission due to risk to self and one hospital admission following an overdose). Only one SAE was considered related to the trial (the overdose of 3 paracetamol tablets in the cognitive behavioural therapy participant).
Considerations for a definitive efficacy and effectiveness trial
Given that the safety and feasibility of such a trial has been demonstrated, a large, efficacy and effectiveness randomised controlled trial is now required to answer the questions regarding the relative clinical and cost-effectiveness of CBT and antipsychotics in a head-to-head comparison. This trial demonstrated that the randomised participants were almost exclusively experiencing a first episode of psychosis, so a definitive trial should target this population specifically and recruit via early intervention services, which seemed to support treatment choice and view the question of which treatments are required with greater equipoise than the more generic community mental health teams. It does not appear feasible to conduct such a trial in people with multiple episode psychotic disorders in generic community mental health teams (mostly because potential participants are already prescribed antipsychotics). Given the possibility of non-adherence and variation in the quality of antipsychotic treatment between clinical teams, for example in terms of dose, duration of treatment before switching, and information given, it may be worth an efficacy and effectiveness trial employing research psychiatrists to help standardise the quality of antipsychotic treatment; however, this may jeopardise support from clinical teams and local Consultant Psychiatrists. It may also be worth considering the introduction of: a diagnostic interview to allow accurate reporting of diagnoses; a measure of substance misuse to allow characterisation of the population; and a placebo condition to facilitate meaningful comparisons of response rates (although this could raise ethical issues). On the basis of our data, it would seem reasonable to suggest that an efficacy and effectiveness trial should evaluate the following hypotheses: i) CBT will be equivalent to antipsychotics on efficacy; ii) CBT will be superior to antipsychotics on side effects; iii) the combined intervention will be superior in efficacy to both monotherapies. Further consideration, including consultation of stakeholders such as service users and clinicians, is required to inform the selection of the most appropriate outcome measure an efficacy and effectiveness trial (for example, symptom change, quality of life or subjective recovery).
